Type 2 diabetes mellitus (T2DM) is associated with β cell impairment. Agonists of the glucagon-like peptide 1 (GLP-1) receptor (such as liraglutide and exenatide) can increase the number of pancreatic β cells and improve cell function. These drugs contribute to the longterm control of T2DM.
Objective
To evaluate the cost-effectiveness of metformin combined with liraglutide or exenatide in Chinese patient with T2DM.
Methods
Patients with T2DM from the Third Hospital of Hebei Medical University were treated with oral metformin combined with liraglutide (0.6 mg/day, could be increased by 0.6 mg weekly until 1.2 or 1.8 mg) or exenatide (5 μg bid for four weeks, increased to 10 μg bid). The computer simulation model CORE was used to calculate the 30-year expected life expectancy, quality-adjusted life years (QALY), direct costs, HbA1c levels, body mass index (BMI), and the incidence of cardiovascular, renal, and ocular complications of T2DM. Patients were followed up for 52 weeks. Medication costs were calculated according to retail prices in China. A 3% annual discount was adopted in this study.
Results
The 30-year simulation showed that the total direct medical costs were lower using liraglutide compared to exenatide by 2130 RMB/QALY yearly, while the expected life expectancy
Introduction
In China, 92.4 million Chinese adults are with T2DM and 148.2 million Chinese adults are with prediabetes [1] . In Chinese patients, failure of β-cell function might be one of the main reasons for pre-diabetes developing into T2DM instead of aggravated insulin resistance, as in Western populatifigns [2] . Therefore, protecting the function of the β cells is an important treatment strategy for the long-term control of T2DM in China.
The glucagon-like peptide 1 (GLP-1) is secreted by L cells of the terminal ileum and colon after food intake under physiological conditions [3] and its half-life is only of 1-2 minutes [4] . Therefore, GLP-1 receptor agonists such as exenatide and liraglutide were engineered to increase the drug action time [5] . GLP-1 agonists are widely accepted for T2DM treatment, but are still regarded as second line medication by the ADA guidelines [6, 7] . Liraglutide has been shown to improve glycemic control in patients with T2DM and to have a low frequency of adverse effects [8, 9] . Its effect has been shown to be similar in Asian patients compared to the general population [10] . A meta-analysis of exenatide, insulin, and pioglitazone showed that exenatide was the most potent of the three drugs for glycemic control and improving β cell function [11] .
The CORE Diabetes Model (CDM) can be used to project the long-term clinical and economic outcomes associated with liraglutide treatment for T2DM within the USA setting. The structure and validation of this model have been described in details [12, 13] . The CDM is a validated, non-product-specific policy analysis tool that performs real-time simulations, taking into account specific diabetes treatments [12, 13] . The development of diabetes and its complications, clinical treatment, therapeutic outcomes, resource utilization, and costs can be simulated in the CORE model, which uses the Markov model, in which the long-term therapeutic effect and cost are predicted by calculating the switching ratio of different Markov status in a certain period [12, 13] .
Therefore, this study aimed to determine quality-adjusted life years (QALY) based on utility value of diabetes and the damage caused by disease-related events, which were derived from the published research results [13, 14] . A 3% discount rate was adopted in study for CORE diabetes model as international default, to simulate the long-term therapeutic outcomes and costs in 30 years for patients with T2DM in China. The analysis was based on a follow-up period of 52 weeks. The results of this study could provide some clues for clinicians when selecting the most appropriate treatment for Chinese patients with T2DM.
Material and Methods

Patients
Data were collected from patients with T2DM and newly prescribed with exenatide or liraglutide, and who visited the Third Hospital of Hebei Medical University between November 2011 and March 2013. This observational and non-interventional study was carried out over a period of 52 weeks. The patients were treated with either exenatide or liraglutide combined to metformin, lipid-lowering drugs, and/or antihypertensive drugs.
The inclusion criteria were: 1) patients fulfilling the diagnostic criteria of the "Chinese type 2 diabetes treatment and prevention guidelines" issued in 2010; 2) aged 18-80; 3) metformin alone was not potent enough after a period of 3 months (HbA1c levels kept between 7% and 11%); 4) no previous treatment with a GLP-1 agonist; 5) body mass index (BMI) !24 kg/m 2 [10] ; 6) for patient with hypertension, blood pressure had to be controlled for at least 1 month. Exclusive criteria were: 1) severe cardiovascular or liver or kidney diseases; 2) diabetic ketosis; 3) endocrine tumor or inflammatory disorder; and 4) infectious or gastrointestinal diseases.
This study was approved by the ethics committee of the Third Hospital of Hebei Medical University (L2011-001-1). All patients provided a written informed consent.
Treatment regimens
Liraglutide (Novo Nordisk, Bagsvaerd, Denmark) was subcutaneously injected at an initial dose of 0.6 mg once a day at fixed time. The dose could be increased by 0.6 mg weekly until 1.2 or 1.8 mg subcutaneously once a day if there was no intolerance such as nausea or vomiting. Exenatide (Eli Lilly, Indianapolis, IN, USA) was subcutaneously injected at an initial dose of 5 μg twice a day (before breakfast and dinner) for four weeks, and increased to 10 μg twice a day. Other medications (metformin, angiotensin converting enzyme inhibitors (ACEI), angiotensin receptor blockers (ARB), acetylsalicylic acid, statins, and/or fibrates) were taken according to the prescriptions of the treating physicians without restriction to makers.
Database input
The CORE Diabetes Model (CDM), a validated non-product-specific policy analysis tool, were used to analysis the cost-effectiveness of two treatment protocol for T2DM [12, 13] . Treatmentrelated information was input into the model including therapeutic strategies, age, gender, baseline risk factors, screening test results, complications, adverse effects, therapeutic costs, costs for complications, other medication, and laboratory tests. This model was used to simulate the long-term therapeutic outcomes.
Cost input
The direct costs were calculated from the perspective of society including medication costs, diagnostic costs, adjuvant examination costs, nursing costs, rehabilitation costs, and self-monitoring blood glucose costs. The none-measurable costs such as depreciation charge for medical equipment, indirect medical costs, disease onset and death costs, and other intangible costs including pain and sadness were supplemented by the model. The highest retail price issued by the Provincial Price Bureau and the Reform Commission since 2013 was adopted. The frequency and costs of self-monitoring of blood glucose was recommended according to the Guidelines for diabetes care and education in China [15] . All cost-related data were adjusted to the levels of 2012 according to the Chinese consumer price index (CPI).
Sensitivity analysis
Given the chronic process of T2DM, the observation on the clinical effect and cost of the patients were discounted, which might cause some significant influence due to the varied period and discount rates. In this study, the analysis was conducted for long-term health outcomes and the cumulative rate of complications with the period preset to 40 and 50 years, and discount rate preset to 0% and 5% to further evaluate the robustness of the long-term results.
Measurements
Life expectancy is the expected life span of one specific subject. QALY refers to the years after life quality adjusted; for instance, compared with healthy people, the quality life of patients is less due to diseases or disabilities. Direct costs are the direct costs of clinical management including medication, diagnosis, adjuvant examination, nursing, rehabilitation, and self-monitoring of blood glucose. HbA1c is used to reflect the blood glucose control within the prior 8-12 weeks. BMI is calculated by dividing the body weight (in kg) divided by squared height (in m). The incremental cost effectiveness ratio is the effect difference divided by the cost difference. A bootstrap scatter diagram is the scatter diagram of incremental costs and incremental effects plotted by 1000 simulations using various averaged measurements of T2DM through the non-parametric Bootstrap method (CORE model) [16] .
Statistical analysis SPSS 13.0 (SPSS Inc., Chicago, IL, USA) was used for statistical analysis. The normality of the continuous data was tested using the Shapiro-Wilk test. Normally distributed data are presented as mean ± standard deviation (mean ± SD). Non-normally distributed data are presented as median M (P25, P75). For the comparison between before and after treatment, paired t test or Wilcoxon rank test were used as appropriate. All statistical tests were two-sided, P>0.10 was considered significant for the normality test and P<0.05 was considered as statistically significant for the other tests.
Results
Evaluation measurements and baseline data
There were 113 and 92 patients who were newly prescribed liraglutide and exenatide, respectively, between November 2011 and March 2014. Among them, 35 patients stopped liraglutide (19 with gastrointestinal disorders, 10 for economic causes, and six were lost to follow-up), while 28 patients stopped exenatide (20 with gastrointestinal disorders, five for economic causes, and two were lost of follow-up). There were 68, 10, and 64 patients undergoing treatment with 1.2 mg of liraglutide, 1.8 mg of liraglutide, and 10 μg of exenatide, respectively. Because of the small number of patients in the 1.8 mg liraglutide group, the 1.2 mg liraglutide and 10 μg exenatide groups were finally selected for subsequent analyses. The detailed baseline data are shown in Table 1 .
Therapeutic effects
HbA1c, BMI, systolic blood pressure, total cholesterol, and low-density lipoprotein were all decreased in both groups after 52 weeks of treatment (S1 Table) . High-density lipoprotein levels were not improved in patients treated with exenatide. Triglyceride levels increased in patients treated with liraglutide. There was no hypoglycemia reported.
Effect on HbA1c after long-term simulated treatment of liraglutide and exenatide
The simulated long-term HbA1c curve of patients with T2DM is shown in S1 Fig. Over 30 simulated years, the HbAc1 levels were slightly lower in patients treated with liraglutide compared to exenatide: 9.05% and 9.60%.
Effect on BMI after long-term simulated treatment with liraglutide and exenatide BMI was decreased in both groups after one year of treatment, with 28.91 kg/m 2 for liraglutide and 29.26 kg/m 2 for exenatide, and BMI remained unchanged afterwards (S2 Fig). There was no significant difference between two groups.
Effect on life span after long-term simulated treatment with liraglutide and exenatide
There were 23.2% and 19.4% of patients surviving after 30 years in the liraglutide and exenatide groups, respectively, as shown in Fig 1. Survival dropped below 50% after 23 and 22 years of treatment with liraglutide and exenatide treatment, respectively.
Effect on diabetic complications after long-term simulated treatment with liraglutide and exenatide
The 30-year simulation suggested that the occurrence time of initial complication was relatively later under liraglutide treatment compared to exenatide (S2 Table) . The incidence of complications except angina, myocardial infarction, and stroke were all higher under exenatide treatment compared with liraglutide (Table 2 ). Furthermore, the cumulative rates of complications were all higher under exenatide treatment compared with liraglutide with the period preset to 40 (S3 Table) and 50 (S4 Table) years. Moreover, the life expectancy and QALY were 0.471 years and 0.388 QALYs higher under liraglutide treatment than under exenatide (Table 3) . Effect on therapeutic costs after long-term simulated treatment with liraglutide and exenatide
The total cost of liraglutide treatment was 4,483 RMB less than for exenatide treatment, and the therapeutic cost as well as cardiovascular complication treatment cost of liraglutide treatment was 2,310 RMB and 6,073 RMB less than for exenatide treatment, respectively, but the management cost and the cost for the other complications were higher under liraglutide treatment. The cost for kidney complications was small than all other costs ( Table 3 ). The long-term simulation results (discount rate of 3% and 30 years) indicated that the total direct medical cost was lower with liraglutide, while the life expectancy and QALY were increased by 0.471 years and 0.388 QALY, respectively, with liralgutide compared to exenatide ( Table 3 ). The incremental cost/effectiveness was -11,550 RMB/QALYs with liraglutide ( Table 4 , 3% discount rate at years 30, 40, and 50).
Bootstrap scattered plot dots were mainly concentrated in the right lower quadrant, the QALE was used as an incremental effect index (Fig 2) .
Sensitivity analysis for long-term simulated treatment with liraglutide and exenatide
The QALY was 10.221 and 10.235 for liraglutide treatment for simulated years 40 and 50 at a discount rate of 3%, which were longer than that of exenatide. Moreover, the direct cost of liraglutide treatment was lower than that of exenatide. When the simulated treatment period was set as 30 years with a discount rate of 0% and 5%, the liraglutide treatment was even more superior and economic (Table 4 ).
Discussion
As a chronic disease requiring long-term medical care, the costs of T2DM treatment is an important concern for the society. In this study, the 30-year simulation showed that the total direct medical costs were lower using liraglutide compared to exenatide by 2130 RMB/QALY each year, while the expected life expectancy and QALY were increased by 0.471 years and 0.388, respectively, using liraglutide with an incremental cost effectiveness of -11,550 RMB/ QALYs. The total cost of liraglutide treatment was 4,483 RMB less than with exenatide, and the therapeutic cost as well as cardiovascular complication treatment cost of liraglutide treatment was 2,310 RMB and 6,073 RMB less than with exenatide, respectively. In this study, liraglutide combined to metformin decreased the mean HbA1c values by 1.1% after 52 weeks of treatment. In a previous study, the liraglutide decreased HbA1c values by 0.7% in an Arab population when used in combination with other anti-diabetic agents [17] . In this study, the mean HbA1c values dropped by 0.9% using exenatide, which was not as efficient as with liraglutide, but which was consistent with a previous study that showed that liraglutide could decrease HbA1c more effectively than exenatide (-0.86% for liraglutide and -0.61% for exenatide) [18] . In another aspect, both liraglutide and exenatide could decrease body weight, reflecting by a reduced BMI by 1.33% and 1.12%, respectively. A previous study showed that there was no difference between liraglutide and exenatide regarding decreases of body weight [18] . These results are consistent between studies.
A 30-year simulated treatment with 1.2 mg of liraglutide and 10 μg of exenatide showed that liraglutide had an incremental cost effectiveness of -11,550 RMB/QALYs, which was superior to exenatide. The Bootstrap scatter plot showed that the dots were mainly concentrated in the right lower quadrant indicating that liraglutide treatment was an economic strategy.
In this study, there were 23.2% and 19.4% of patients surviving after 30 years in the liraglutide and exenatide groups, respectively. Survival dropped below 50% after 23 and 22 years of treatment with liraglutide and exenatide treatment, respectively. In addition, the differences in life expectancy and QALY were 0.471 years and 0.388 QALYs higher under liraglutide treatment than under exenatide, resulting in a incremental cost/effectiveness was -11,550 RMB/ QALYs with liraglutide. Tzanetakos et al. [19] performed a CORE analysis and showed that over a life time treatment in a Greek setting, liraglutide vs. exenatide resulted in discounted life expectancy of 0.14 years and QALY of 0.16, resulting in a better cost-effectiveness of liraglutide. McDonell et al., [20] showed that the daily cost of two injections of exenatide was lower that one injection of liraglutide in Germany, the Netherlands, and the United Kingdom, but they did not perform a long-term CORE model and a previous study suggested that the source of data might influence the conclusions about the cost-effectiveness of exenatide vs. liraglutide [21] . DeKoven et al. [22] showed that although the predicted costs of liraglutide were higher than those of exenatide, a higher proportion of patients under liraglutide treatment might reach target HbA1c levels.
Some other studies examined the cost-effectiveness of liraglutide, but compared to other drugs than exenatide. Gao et al. [8] performed a 30-year model and showed that liraglutide 1.8 mg/day was associated with better life expectancy, QALY, and cost-effectiveness ratio compared to glimepiride. Another study by Roussel et al. [23] in France showed that liraglutide was more cost-effective than sitagliptin and glimepiride. Finally, a systematic review suggested that liraglutide might be the most cost-effective treatment for T2DM, but the authors warn that the results between studies are largely dependent upon the assumptions regarding the long-term benefits [24] .
This study is not without limitations. 1) The sample size was relatively small and some of the measurements for the CORE model could be collected and supplemented by other sources, which might affect the accuracy of our findings. In addition, many studies used the CORE model for Asian populations [8, [25] [26] [27] [28] , but the model has never been validated for Asian population. Additional studies with a larger sample size and longer follow-up are still necessary to confirm these findings.
2) The none-measurable costs such as depreciation charge for medical equipment, indirect medical costs, disease onset and death costs, and other intangible costs including pain and sadness were not included into the study. 3) The present study is based on epidemiological studies (UKPDS, Fei Minghan Heart Study, and DCCT), which may result in bias. Therefore, prospective data are needed to improve the epidemiological data for the validation of the effectiveness of the CORE model in China. 4) Drug cost and medical equipment depreciation costs also need to be analyzed in future studies. 5) Finally, further studies are needed to confirm the BMI results.
Conclusions
In conclusion, the long-term effectiveness of liraglutide and exenatide was compared in this study, and it was shown that once-a-day injection of liraglutide was superior to twice-a-day injection of exenatide in terms of cost and effectiveness in Chinese patients with T2DM. It is the first report about the long-term effectiveness and cost-effectiveness of metformin combined with liraglutide or exenatide for T2DM based on the CORE diabetes model study based on Chinese population. Furthermore, the results based on a 52-week follow-up provide valuable information for clinicians when selecting a therapy. 
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